Arachidonic acid metabolism in guinea pig skin: effects of chloroquine.
We investigated the effect of chloroquine (CQ) on the metabolism of exogenous [14C]arachidonic acid by guinea pig skin homogenates. The major cyclooxygenase product formed by the homogenates was PGD2; smaller quantities of PGE2 were formed. CQ suppressed the production of PGD2 and PGE2 in a dose-dependent fashion with an IC50 of 230 microM. This suppression was due to a cyclooxygenase inhibition, since the formation of the prostaglandins from exogenous endoperoxide PGH2 was unaffected. The skin homogenates also exhibited an active lipoxygenase pathway leading to HETE formation. The effect of CQ on the lipoxygenase activity was far less marked than its effect on the cyclooxygenase. CQ is an inhibitor of the cutaneous cyclooxygenase, and this effect may contribute to its anti-inflammatory action in various dermatological disorders.